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International application No. 


INTERNATIONAL PRELIMINARY EXAMINATION REPORT 


PCT/JP03/05372 


1 L Basis of the report _ ■ 


1 1. With regard to the elements of the international application:* 
1 |^ the international application as originally filed 




1 the description: 


, as originally filed 


| , filed with the demand 

pages 


1 filMl with the letter of 



□ 



the claims: 
pages 



pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



_ , filed with the letter of 



□ 



the drawings: 
pages 



, as originally filed 
, filed with the demand 



_ , filed with the letter of 



[ | the sequence listing part of the description: 

pages • 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



2 With regard to the language, all the elements marked above were available^ furnished to this Authority in the language in which 
1 ' the interactional application was filed, unless otherwise mdicated under this item whichis: 

These elements were available or furnished to this Authority m the following language Wm 

□ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3 With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
' preliminary examination was carried out on the basis of the sequence listing: 

| | contained in the international application in written form. 
^ filed together with the international application in computer readable form. 
PI furnished subsequently to this Authority in written form. 
| | furnished subsequently to this Authority in computer readable form 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence hshng has 
been furnished. 



□ 



The amendments have resulted in the cancellation of: 

| the description, pages , 

| the claims, Nos. _ 

F2 the drawings, sheets/fig . 



n This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
5. l_J beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

I « replacement sheet containing such amendments must be referred to under item J and annexed to this report 
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V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



9, 14, 26 



YES 



1-8, 1 0-13, 15-25, 27-34 NO 

YES 
NO 



1-34 



1-34 



YES 
NO 



I 2. Citations and explanations 

Document 1: WO 99/38008 Al (Prolifaron, Inc.), 29 July 
1999 

Document 2: M. H. XIE et al . , Nature Biotechnology 1997, 

Vol. 15, pages 768-771 
Document 3: WO 98/50431 Al (Genentech, Inc.), 12 
November 1998 

Document 4: W. SCOTT et al . , J - Biol. Chem. , 1998, Vol. 

273, pages 5307-5314 
Document 5: T. TAKAHASHI et al . , J . Biol. Chem., 1996, 
Vol. 271, No. 29, pages 17555-17560 

Claims 1-8, 10-13, 15-25 and 27-34 

Claims 1-8, 10-13, 15-25 and 27-34 lack novelty in 
the light of document 1 cited in the international search 
report . 

Document 1 discloses the feature of creating a scFv 
library of receptors that are related to cellular 
proliferation, and screening for agonist antibodies. 



Claim 9 

Claim 9 does not involve an inventive step in the 
light of document 1 cited in the international search 
report and well-known art. A person skilled in the art 
could easily use well-known retrovirus vectors in the 
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place of the phagemids in the invention that is disclosed 
in document 1 . 



Claim 14 

Claim 14 does not involve an inventive step in the 
light of document 1 cited in the international search 
report and well-known art. In cases when the receptors are 
heterodimeric, a person skilled in the art could screen 
for antibodies that are capable of binding to the first 
receptor chain and the second receptor chain, as 
necessary. 



Claim 26 

Claim 26 does not involve an inventive step in the 
light of document 1 and document 3 cited in the 
international search report. 

Document 3 discloses the feature of introducing a 
knob-into-hole mutation into the CH3 of an antibody. 

A person skilled in the art could easily introduce 
the knob-into-hole mutation that is disclosed in document 
3 into the CH3 domains of the antibodies in the scFv 
library that is disclosed in document 1. 

Claims 1-6, 8, 10-13, 15-25 and 27-34 

Claims 1-6, 8, 10-13, 15-25 and 27-34 lack novelty 
in the light of document 2 cited in the international 

search report. 

Document 2 indicates screening for scFvs that 
exhibit an agonistic activity by using the library of 
scFvs that are displayed upon the M13 phage and examining 
the scFvs therein for an ability to induce cellular 
proliferation in a factor-dependent cell line (Ba/F3) 
through the chimeric receptor MuSK-Mpl, or, in other 
words, for an ability to induce the dimerization of MuSK. 
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Claim 7 

Claim 7 does not involve an inventive step in the 
light of document 1 and document 2 cited in the 
international search report. 

A person skilled in the art could easily use the G- 
CSF receptors that are disclosed in document 1 as the 
receptors in the demonstration that is indicated in 
document 2 . 

Claim 9 

A person skilled in the art could easily use well- 
known retrovirus vectors in the place of the phagemids in 
the demonstration that is indicated in document 2. 

Claim 14 

in cases when the receptors are heterodimeric , a 
person skilled in the art could screen for antibodies that 
are capable of binding to the first receptor chain and the 
second receptor chain, as necessary. 

Claim 26 

Document 3 discloses the feature of introducing a 
knob-into-hole mutation into the CH3 of an antibody. 

Claims 1-7, 29-31 and 33 

Claims 1-7, 29-31 and 33 lack novelty in the light 
of document 4 cited in the international search report. 

Document 4 indicates the detection of growth hormone 
receptor monoclonal antibodies which exhibit a 
proliferative activity in relation to FDC-P1 and BAF-Ab263 
cells that express chimeric GHR or G-CSF receptors from 
among the 14 types of growth hormone receptor monoclonal 
antibodies that exhibit a cell -proliferating activity. The 
monoclonal antibody mAb263 promotes receptor dimerization 
and induces specific changes in receptor conformation 
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similar to GH. 

Claims 1-7, 29-31 and 33 

Claims 1-7, 29-31 and 33 lack novelty in the light 
of document 5 cited in the international search report. 

Document 5 indicates that agonistic anti-Fas 
antibodies stimulate the dimerization and cellular 
proliferation of mouse T-cells (FDC-P1) which express 
hybrid G-CSFR and Fas receptors. 
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